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[57) ABSTRACT

The present invention relates to a reservoir for storage

and use of the liquid or mobile phase of a liquid chroma-
tography system. The reservoir comprises a main cham-
ber for containing the majority of the mobile phase and
having a conical base with two apertures and two cavi-
ties subtending the apertures and in fluid communica-
tion with the main chamber. These cavities are adapted
to receive a stirrer and a pump filter and to maintain
these devices separate from each other during opera-
tion. The structure of the reservoir provides for more
rapid and thorough mixing and virtually complete utili-
zation of the mobile phase while minimizing introduc-
tion of gaseous phase into the liquid chromatography
system downstream from the reservoir.

6 Claims, 3 Drawing Sheets
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1
MOBILE PHASE RESERVOIR

FIELD OF THE INVENTION

The present invention relates to the structure of a
reservoir for use in a liquid chromatography system,
and particularly a reservoir for holding and mixing the
liquid or mobile phase of a high performance liquid
chromatography system.

BACKGROUND OF THE INVENTION

In its most general sense chromatography is the sepa-
ration of mixtures of chemica! substances into their
- component parts by chromatography adsorption for
analytical purposes. Chromatographic adsorption is the

preferential adsorption or differential retention of

chemical compounds on the basis of molecular size,
charge, hydrophobicity or biospecific affinity by an
adsorbent matenal. Liquid chromatography is a form of
chromatography using a liquid as the mobile phase and
a solid or a liquid on a solid support as the stationary
adsorbent phase. A liquid chromatography system typi-
cally includes at least the following elements which are
connected together in a manner well known to those of
ordinary skill in the field: a reservoir, a pump, an injec-
tor, a column, a detector, and a recorder. High perfor-
mance liquid chromatography (“HPLC”) utilizes spe-
cific modifications in the design and nature of the col-
umn, the column material, the stationary phase, the
sample/mobile phase injector, and the chromatographic
conditions (e.g. pressure, temperature, flow rate) to
provide improved separation and resolution for more
refined analysis, as will be appreciated by those of ordi-
nary skill in the field.

The mobile phase reservoir is an integral component
of any hiquid chromatography system, and is particu-
Jarly critical in an HPLC system. A reservoir in a liquid
chromatography system must be capable of performing
several functions. It must at least: (1) store the mobile
phase; (2) act as the point from which the mobile phase
is pumped into the column via the system’s pump; (3)
act as the site of mixing of the mobile phase to unifor-
mity; (4) act as a reaction chamber in which adjustments
to the mobile phase may be performed; (5) act as the site
of degassing of the mobile phase; and (6) act as the site
of sparging of the mobile phase.

From the chromatographer’s point of view, the abil-
ity to rapidly mix the mobile phase to uniformity and
the ability to utilize as much of the mobile phase as
possible without introducing air bubbles into the system
are critical features of a liquid chromatography mobile
phase reservoir. The known reservoirs for use in a lig-
uid chromatography system are either (1) flat-bottomed
reservoirs, (2) reservoirs having a conical base and a
single cavity subtending the conical base, or (3) reser-
voirs having a conical base similar to the Kontes reser-
voir but terminating in a 1-2 inch diameter flat surface
rather than a cavity. In operation a stirrer is placed
within the reservoir for mixing the mobile phase to
uniformity. In addition, a pump inlet filter 1s also placed
inside the reservoir for removing the mobile phase, and
often a sparging device 1s also inserted to allow for
helium sparging. The flat-bottomed reservoirs do not
have any cavities, and while they provide good mixing,
- they require extra care mn use in order to avoid interfer-
ence with the stirrer by the pump inlet filter and the
sparging device. Furthermore, these reservoirs must be
tilted in order to utilize as much mobile phase as possi-
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ble, and this procedure is dangerous when volatile or
toxic chemicals are used as the mobile phase. Moreover,
when the liquid level in these reservoirs falls low
enough to expose some of the pump inlet filter to the air
or gaseous phase in the reservoir, air bubbles will enter
the tubing leading to the pump. Air bubbles cause prob-
lems for the pump valves and for the detection down-
stream from the HPLC column, and are incompatible
with an efficient HPLC system.

The known reservoirs having the conical base and a
single cavity increase the amount of the mobile phase
removed from the reservoir (without resorting to dan-
gerous tilting) compared to the flat-bottomed reser-
voirs. However, a significant drawback is that mixing is
minimal. In these single cavity reservoirs, the cavity
holds both a magnetic stirrer and a pump inlet filter.
One disadvantage of this single cavity design is that
only minimal mixing action for the mobile phase is
achieved, even at high stirrer rpms (e.g., 1000 rpm), due
to interference from the pump inlet filter and due to the
spatial separation of the stirrer from the majority of the
mobile phase located in the main chamber of the reser-
voir. This spatial separation or distance between the
majority of the mobile phase and the stirrer is caused by
the position of the stirrer at the bottom of the cavity
under the inlet filter. For example, a pH adjustment in a
typical conical, single cavity reservoir can take 30-60
minutes. Eliminating the cavity but retaining the coni-
cal base overcomes the spatial separation problem and
improves mixing, but the pump inlet filter must be posi-
tioned high up enough on the conical slope to avoid
interference with the stirrer. This inlet filter position

Increases the volume of mobile phase that cannot be
pumped out of the reservoir without introducing air
bubbles into the system.

SUMMARY OF THE INVENTION

The present invention relates to the structure of a
reservolr for retaining the liquid or mobile phase used in
a hquid chromatography system. The structure of the
reservoir allows for rapid uniform mixing and maximum
utihzation of the mobile phase solution. The reservoir
serves as the site from which the mobile phase is
pumped into the liquid chromatography system’s col-
umn.

In one embodiment of the present invention the reser-
voir comprises a mouth or opening at the top which
allows for ingress and egress of the mobile phase. A
main or first chamber of the reservoir makes up the bulk
of the structure and contains the majority of the mobile
phase solution. The base of the first chamber is sloped
down and 1n toward the center of the reservoir, and in
a preferred embodiment the slope is at an angle of ap-
proximately 2°-5°. The sloping base contains two aper-
tures, the first aperture being slightly larger in diameter
than the second aperture. The first aperture is located in
the center of the base, with the second eccentrically
positioned.

A cylindrical first cavity subtends the base of the
reservolr and is in fluid connection with the first aper-
ture. The first, centrally located cavity is adapted to
receive a stirrer for mixing the mobile phase. In a pre-
ferred embodiment, the stirrer is a magnetic stirrer for
obtaining maximum mixing of the liquid mobile phase in
the reservoir’s main or first chamber, and the volume of
the stirrer approximates as closely as possible the vol-
ume of the first cavity. The placement of the stirrer in
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the first cavity, the slight downward slope of the base in
toward the center of the reservoir, and the fluid connec-
tion of the main or first chamber of the reservoir with
the first cavity via the first aperture combine to maxi-
mize utilization of the liquid mobile phase and minimize
introduction of bubbles downstream from the reservoir,
as will be discussed in greater detail below.

Furthermore, the placement of the stirrer in a cavity
centrally positioned allows for maximum mixing of the
mobile phase at 1000 rpm, so that pH adjustments and
other changes in the composition or properties of the
mobile phase 1s accomplished within minutes. The
greater height of the stirrer compared to the depth of
the stirrer cavity ensures that the blades of the stirrer
extend directly into the main body of the stored mobile
phase, and this ensures that the blades exert a stirring
effect which closely approaches their maximum.

Also subtending the base of the reservoir, and in fluid
connection with the second aperture, is a second cylin-
drical cavity adapted to receive a pump inlet filter. The
pump input filter is connected to the liquid chromatog-
raphy system’s pump via a tube or hose and serves to
provide a means to remove the liquid mobile phase
contained 1n the reservoir and to filter the mobile phase
prior to injection into the chromatography column via
the pump and injector. The placement of the pump inlet
filter in the second cavity, the slight downward slope of
the base in toward the center of the reservoir, and the
fluid flow communication of the main or first chamber
of the reservoir with the second cavity via the second
aperture combine to allow for efficient utilization of the
liquid mobile phase and minimization of bubbles in the
system downstream from the reservoir as discussed in
the next paragraph.

In the preferred embodiment of the invention the first
and second cavities are in fllid communication with one
another via a hollow connecting tube subtending the
base of the reservoir. This arrangement provides maxi-
mum utilization of the liquid mobile phase and effective
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minimization of bubbles downstream from the reser- 40

voir. The gradual slope of the base toward the center of
the reservoir ensures that virtually all of the mobile
phase enters the first cavity from the main or first cham-
ber. The connection between the two cavities allows
the stirrer to force virtually all of the liquid mobile
phase to pass from the stirrer cavity to the inlet filter

45

cavity by gravity flow when the liquid level in the

reservoir has dropped below the entrance apertures of
the two cavities. This allows the pump inlet filter to
send virtually all of the liquid mobile phase out of the
reservoir and into the chromatography column. The
pump inlet filter 1s presented with a constant stream of
uniformly mixed liquid mobile phase until essentially all
of the mobile phase 1n the reservoir 1s exhausted. In this
manner, the likelihood of air entering the pump inlet
line is significantly lessened, and therefore, there is a
decreased likelthood of disruptions in pump flow and
pressure in the chromatography system. These advan-
tages are further enhanced by the close approximation
of the volume of the stirrer to the volume of the cavity
so that virtually all of the mobile phase contained in the
reservolr (including the stirrer and inlet filter cavities) is
utilized before the pump inlet filter is exposed to air.
An annular skirt 1s connected to the bottom of the
first or main chamber around the periphery of the base
of the reservoir as a means of support for the reservoir.
The skirt extends downward, approximately % inch
lower than the botiom of the first and second cavities,
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and contains a single small hole or degassing vent as a
means to allow egress of air from the space beneath the
base of the reservoir in the event the reservoir is placed
in an ultrasonic bath for degassing.

In an alternative embodiment, the sloping base con-
tains a single large aperture and cavity, with a partition
extending across the diameter of the cavity which sub-
divides the cavity into two hemicylindrical portions.
The partition does not extend to the bottom of the cav-
ity, or is in some way incomplete, and accordingly,
there 1s a fluid connection between the two portions of
the cavity created by the partition. One of the two
portions of the cavity holds a magnetic stirrer, the other
a pump Inlet filter, and the fluid connection between the
stirrer portion and the filter portion provides enhanced
mobile phase utilization with reduced air bubble intro-
duction in the HPLC system downstream from the
reservoir. The stirrer is able to function without causing
excessive movement of the pump inlet filter, and the
slope of the base toward the cavity allows virtually all
of the mobile phase to flow into the cavity. The fluid
connection between the two bottom portions of the
cavity allows the mobile phase trapped in the stirrer
portion of the cavity to flow by gravity to the inlet filter
portion of the cavity when the mobile phase level drops
below the top of the partition, thereby improving mo-
bile phase utilization and reducing the likelihood of air
bubbles being introduced into the system downstream
from the reservoir. The partition may be curved so as to
better accommodate the circular shape and rotary mo-
tion of the stirrer.

An annular skirt is connected to the bottom of the
first or main chamber around the periphery of the base
of the reservoir as a means of support for the reservoir.
The skirt extends downward, approximately 4 inch
lower than the bottom of the single cavity, and contains
a single small hole or degassing vent as a means to aliow
egress of air from the space beneath the base of the
reservoir in the event the reservoir is placed in an ultra-
sonic bath for degassing.

BRIEF DESCRIPTION OF THE DRAWINGS

FI1G. 1 1s a schematic illustration of a liquid chroma-
tography system including the mobile phase reservoir
of the present invention.

FIG. 2 1s a top perspective view of the mobile phase
reservoir of the present invention.

FIG. 3 1s a left side elevational view of the mobile
phase reservoir of the present invention.

FIG. 4 is a left side elevational view of the mobile
phase reservoir of the present invention showing the
two cavity embodiment without a connecting tube.

F1G. 5 1s a front elevational view of the single cavity
mobile phase reservoir of the present invention.

FIG. 6 1s a top view of the single cavity mobile phase
reservoir of the present invention, showing the portion
of the reservoir below line 4—4 shown in FIG. 4.

While the invention is susceptible to various modifi-
cations and alternative forms, specific embodiments
thereof have been shown by way of example in the
drawings and will herein be described in detail. It
should be understood, however, that the invention is
not mntended to be limited to the particular forms dis-
closed. On the contrary, the applicant’s intention is to
cover all modifications, equivalents, and alternatives
falling within the spirit and scope of the invention as
defined by the appended claims.
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DETAILED DESCRIPTION OF THE
| INVENTION

Throughout the following detailed description refer-
ence is made to FIGS. 1-5 of the drawings, wherein like
reference characters refer to like elements in all views.

F1G. 1 shows a schematic illustration of a liquid chro-
matography system. The mobile phase reservoir 16 of
the present invention is placed atop a stirring unit 1
which drives a magnetic stirrer 2 inserted into the first
cavity 30 of the mobile phase reservoir 16. A pump inlet
filter 4 is placed in the second cavity 34 of the mobile
phase reservoir 16, and the pump inlet filter 4 acts as the
site of egress of the mobile phase from the mobile phase
reservoir 16 as the pump 6 draws the mobile phase into
the liquid chromatography system. The pump 6 then
pumps the mobile phase to the injector 8 which injects
the mobile phase and a sample into the column 10. The
mobile phase then moves into the detector 12 and a
recorder 14 analyzes the signal from the detector 12, Of
course, during actual operation the reservoir 16 would
have a cap (not shown).

Referring to FIG. 2 and FIG. 3, the mobile phase
reservoir 16 is shown. A mouth 18 provides an opening
into the main or first chamber 20 of the mobile phase
reservoir 16. The mouth 18 provides for ingress and
egress of the mobile phase and the outside wall 22 of the
mouth 18, in a preferred embodiment of the invention,
possesses threads 24 so that an appropriate cap can be
screwed over the mouth 18 when necessary or appro-
priate for the use of the mobile phase reservoir 16.

FIG. 3 is a left side elevational view of the mobile
phase reservoir 16 and shows the gradual downward
slope of the base 26 of the main or first chamber 20
toward the center of the mobile phase reservoir 16. In a
preferred embodiment of the invention there is located
at the center of the base 26 a first aperture 28, the center
of the first aperture 28 being substantially identical to
the center of the base 26 of the main or first chamber 20,
as shown in FIG. 2. The first aperture 28 allows for
insertion of a plastic coated magnetic stirrer 2 into a
cylindrical first cavity 30 which as can be seen in FIG.
3 subtends the base 26 of the main or first chamber 20 of
the mobile phase reservoir 16, and which is in fluid
communication with the main or first chamber 20 of the
“mobile phase reservoir 16 via the first aperture 28.

As can be seen in FIG. 2, the base 26 of the main or
first chamber 20 also contains a second aperture 32
which allows for insertion of a pump inlet filter 4 or
similar apparatus into a second cavity 34. As is shown in
FIG. 3, the second cavity 34 subtends the base 26 of the
main or first chamber 20 of the mobile phase reservoir
16. The second cavity 34 is in fluid communication with
the main or first chamber 20 via the second aperture 32,
and provides for maximum utilization of the mobile
phase by allowing the final amounts of the mobile phase
to collect in the bottom of the second cavity 34 so that
the pump inlet filter can remove virtually all of the
mobile phase so that none is wasted by being left in the
mobile phase reservoir 16.

In a preferred embodiment of the invention, and as
can be seen in FIG. 2, the first cavity 30 and the second
cavity 34 are in fluid communication with one another
via a hollow connecting tube 36 subtending the base 26
of the first chamber 20 of the mobile phase reservoir 16.
As can be seen further in FIG. 2, 1n a further preferred
embodiment the hollow connecting tube 36 opens into
the wall 38 of the first cavity 30 and into the wall 40 of
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the second cavity 34 at the lowest points practicable so
that all fluid collecting in the bottom of the first cavity
30 drains by gravity flow into the second cavity 34. This
ensures that virtually all of the residual liquid mobile
phase 1n the reservoir is available in the second cavity
34 for removal from the mobile phase reservoir 16 by
the pump inlet filter 4. This goal is also furthered by the
slope of the base 26 toward the center of the mobile
phase reservoir 16 which allows for maximum drainage
of the mobile phase held in the main or first chamber 20
into the first cavity 30.

Connected to the bottom of the main or first chamber
20 of the mobile phase reservoir 16, around the periph-
ery 42 of the base 26 is an annular skirt 44 which serves
as a means of support for the mobile phase reservoir 16.
As 1s shown in FIG. 3, the bottom 46 of the annular skirt
14 subtends the bottoms of the first cavity 30 and the
second cavity 34. The annular skirt 44 contains a hole or
degassing vent 48 which allows air, which can be
trapped inside the annular skirt 44 when the mobile
phase reservoir 16 is placed in an ultrasonic degassing
bath, to escape.

In the preferred embodiment, the first cavity 30 is
centrally located and larger than the second cavity 34
which is eccentrically located. It will be understood by
those of ordinary skill in the art that the size and posi-
tion of the cavities can be changed to meet design con-
siderations or operating requirements without departing
from the scope of the present invention.

In an alternative embodiment shown in FIG. 4, the
reservoir 16 is identical to that shown in FIGS. 2 and 3
except that the connecting tube 36 is removed. This
reservolr 16 provides many of the same advantages of
the reservoir 16 of FIGS. 2 and 3 except for the removal
of the mobile phase remaining on the bottom of the
cavity 30. Yet this dual cavity reservoir 16 provides
rapid and uniform mixing of the mobile phase.

An alternative embodiment of the mobile phase reser-
volr 16 i1s shown in FIGS. § and 6. In this alternative
embodiment, a single aperture 50 is located at the center
of the base 26, as shown in FIG. 5. The aperture 50
allows for fluid communication with a cavity 52 sub-
tending base 26 of the main or first chamber 20 of the
mobile phase reservoir 16.

As 1s shown in FIGS. § and 6, the cavity 52 is subdi-
vided by a partition 54 into halves, although the parti-
tion 54 could create subcavities of unequal sizes or non-
equivalent shapes, depending upon design consider-
ations. In one embodiment, the partition 54 extends
fully across the diameter of the cavity 52, as shown in
FIG. 6 but does not extend to the bottom of the cavity
52, as shown in FIG. §. In this manner fluid communica-
tion between the subcavities is maintained while pre-
venting interference with a pump inlet filter (not
shown) placed in one subcavity by a magnetic stirrer
(not shown) placed in the other subcavity. Many varia-
tions of the partition 54 can be used to form two cavities
and provide fluild communication between them. For
example, partition 54 could go all the way to the bottom
of the cavity but have holes through it to provide fluid
communication. In another example, the partition 54
could extend only partially across the diameter of the
cavity allowing fluid communication around one side.
Any of these, as well as other modifications of the parti-
tion §4, come within the scope of the present invention.
Many alternative embodiments are envisioned incorpo-
rating partitions of a variety of forms, all resulting in
subdivision of the cavity 52 into two fluidly connected
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subcavities. As an alternative, the partition 54 could
extend completely to the bottom of the cavity 52
thereby forming two separate cavities. This would be
similar in operation and function to the two cavity res-
ervolr without the connecting tube as shown in FIG. 4.

As described above, the present invention discloses

the structure of a reservoir for use in a liquid chroma-

tography system. The reservoir comprises a mouth or
opening for ingress and egress of the mobile phase, a
main chamber for containing the majority of the mobile
phase, and 1n a preferred embodiment, a conical shaped
base for the first chamber having a first centrally posi-
tioned aperture and a second eccentrically positioned
smaller aperture, a first cavity subtending the conical
shaped base and in fluild communication with the main
chamber through the first aperture, a second cavity
subtending the conical shaped base and in fluid commu-
nication with the main chamber through the second
aperture, a hollow tube connecting said first and second
cavities and a skirt portion extending downward from
the main chamber for supporting the reservoir upon a
flat surface. The reservoir receives a stirrer positioned
in the first cavity for maximizing the mixing of the
mobile phase and receives a pump filter in the second
cavity for enabling substantially all of the mobile phase
to be removed from the reservoir without an apprecia-
ble risk of the introduction of air bubbles in the system
downstream from the reservoir. In an alternative em-
bodiment the conical shaped base possesses a single
aperture, with a single cavity subtending said base and
in fluid communication with the main chamber, the
single cavity being subdivided by a partition designed to
allow fluid communication between the subcavities
created by the partition. It will be recognized by those
skilled in the art that the invention is susceptible to
various alternative forms and modifications, and it is not

intended to be limited to the particular forms disclosed.

What 1s claimed is:

1. A liqmid chromatography system having a mobile
phase hquid solution, a reservoir for containing the
solution, a stirrer positioned In said reservoir for mixing
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said solution, a pump, a pump filter positioned in said
reservolr for extracting the mixed mobile phase from
sald reservoir and for delivering said extracted mixed
mobile phase to said pump, said reservoir comprising:

a mouth for receiving said mobile phase and for pro-
viding egress for said mobile phase to said pump;

a main chamber positioned below said mouth for
containing the majority of said mobile phase;

a sloping base forming the bottom of said main cham-
ber and containing first and second apertures;

a first cavity subtending said base and in fluid connec-

~ tion with said first aperture and adapted to receive
said stirrer for mixing said mobile phase in said first
chamber:

a second cavity subtending said base and in fluid
connection with said second aperture and adapted
to receive said inlet filter for extracting and filter-
ing said mobile phase; and

a support means connected to said first chamber for
maintaining said reservoir upright.

2. The reservoir of claim 1 further comprising a hol-
low tube subtending said base and connecting said first
cavity and said second cavity in fluid communication
with one another.

3. The reservoir of claim 1 wherein said first aperture
1s located at substantially the center of said sloping base
and said first cavity is adapted to receive a stirrer for
mixing said mobile phase in said first chamber.

4. The reservoir of claim 3 wherein said second aper-
ture 1 located eccentrically with respect to said first
aperture and said second cavity is adapted to receive a
pump inlet filter for removing said uniform mixed mo-
bile phase from said reservoir.

5. The reservoir of claim 4 wherein said support
means comprises an annular skirt connected to said first
chamber and extending downward to contact a surface
for supporting said reservoir upright.

6. The reservoir of claim 5 wherein said annular skirt

further comprises a degassing vent.
. % * % ¥
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